Synthesis of 2-Fluoro-4-(5,5,8,8-tetramethyl-5,6,7,8-tetrahydronaphthalene-2carboxamido)benzoic acid (AGN193312)
(3×25 mL). The organic layer was dried over Na2SO4, filtered and evaporated to afford crude product which was used directly in the next step. NaOH (365 mg, 9.13 mmol) in water (4 mL) was added to methyl 2-fluoro-4-(5,5,8,8tetramethyl-5,6,7,8-tetrahydronaphthalene-2-carboxamido)benzoate (0.35 g, 0.91 mmol) in THF (8 mL) and MeOH (8 mL). The resulting suspension was stirred at 25 °C for 16 h. The SUPPLEMENTARY INFORMATION 2 reaction mixture was concentrated and diluted with water (25 mL), the mixture was adjusted to pH 6 with 2M HCl and extracted with EtOAc (3×25 mL), the organic layer was dried over Na2SO4, filtered and evaporated to afford pale yellow solid. The crude product was purified by preparative HPLC (XBridge Prep C18 OBD column, 5µ silica, 19 mm diameter, 150 mm length), using decreasingly polar mixtures of water (containing 0.1% Formic acid) and MeCN as eluents. Fractions containing the desired compound were evaporated to dryness to afford the title compound (0.30 g, 63%) as a white solid. 1 
